FILE 'MEDLINE' ENTERED AT 09:50:40 ON 04 MAY 2004 

FILE 'CAPLUS' ENTERED AT 09:50:40 ON 04 MAY 2004 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2004 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'BIOSIS* ENTERED AT 09:50:40 ON 04 MAY 2004 
COPYRIGHT (C) 2004 BIOLOGICAL ABSTRACTS INC.(R) 

FILE 'EMBASE' ENTERED AT 09:50:40 ON 04 MAY 2004 

COPYRIGHT (C) 2004 Elsevier inc. All rights reserved. 

FILE 'SCISEARCH' ENTERED AT 09:50:40 ON 04 MAY 2004 
COPYRIGHT 2004 THOMSON ISI 

FILE 1 AGRICOLA 1 ENTERED AT 09:50:40 ON 04 MAY 2004 

=> s chi-conotoxin 

Ll 4 CHI-CONOTOXIN 

=> duplicate remove 11 

DUPLICATE PREFERENCE IS 'CAPLUS, EMBASE' 

KEEP DUPLICATES FROM MORE THAN ONE FILE? Y/(N):n 

PROCESSING COMPLETED FOR Ll 

L2 4 DUPLICATE REMOVE Ll (0 DUPLICATES REMOVED) 

=> d 12 1-4 ibib abs 



L2 ANSWER 1 OF 4 EMBASE COPYRIGHT 2004 ELSEVIER INC. ALL RIGHTS RESERVED. 

on STN 
ACCESSION NUMBER: 
TITLE: 



AUTHOR : 

CORPORATE SOURCE: 



SOURCE: 



COUNTRY: 
DOCUMENT TYPE: 
FILE SEGMENT: 



inhibitors of 
transporters. 



neuronal ion 



LANGUAGE: 
SUMMARY LANGUAGE 
AB 



2004146990 EMBASE 
Conotoxins as selective 
channels, receptors and 
Lewis R.J. 

R.J. Lewis, institute for Molecular Biosciences, 

of Queensland, Brisbane, QLD 4072, Australia. 

r . 1 ewi s@i mb . uq . edu . au 

IUBMB Life, (2004) 56/2 (89-93). 

Refs: 20 

ISSN: 1521-6543 COD EN : IULIF8 
United States 
Journal; General Review 
008 Neurology and Neurosurgery 
Clinical Biochemistry 
Pharmacology 
Drug Literature Index 



University 



029 
030 
037 

English 
English 

Cone snails have evolved a vast array of peptide toxins for prey capture 
and defence. These peptides are directed against a wide variety of 
pharmacological targets, making them an invaluable source of ligands for 
studying the properties of these targets in normal and diseased states. A 
number of these peptides have shown efficacy in vivo, including inhibitors 

norepinephrine transporter, nicotinic 
nmda receptors and neurotensin receptors, with 
pre-clinical or clinical development for the 
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AB As the title suggests, the Venoms to Drugs conference was a highly focused 
meeting which reported on various aspects of venoms, with particular 
reference to the development of therapeutic agents from peptidic venom 
components, while the location on a coral island on the Great Barrier Reef 
reflected a focus on venoms from marine creatures, venoms from terrestrial 
animals and toxins from plants were also highlighted in a number of the 
presentations. Peptide components from the Conus marine snail species 
featured heavily in the program, several talks referred to the progression 
through clinical trials of a least four known conopeptides. Regarding 
novel disclosures, Bruce Livett from the University of Melbourne gave a 
particularly interesting report on a newly discovered .alpha. -conotoxin 
with potential analgesic applications. This molecule is quite distinct 
from other conotoxins currently in clinical trials for the treatment of 
pain, and in particular from the .omega. -conotoxin class. .COPYRGT. 
PharmaPress Ltd. 
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ab With an exponentially increasing body of scientific evidence pointinc 
toward the potential of conotoxins for treatment of a wide variety of 
nervous system and associated neurological disorders, there has been an 
explosion of activity in this patent area with more than eighty new 
patents and PCT publications in the past five years, with the emergence of 
ziconotide (snx-111, .omega. -conotoxin mviia) as the first clinically used 
conotoxin for treatment of a neurological disorder, the first part of the 
new millennium is likely to see many more new filings in this field. The 
majority of the applications from this period focus on those classes of 
conopeptides that interact with nicotinic acetylcholine receptors (nAChRs) 
together with those that block voltage-gated ion channels. Tnis arena has 
to date been dominated by three research groups: Neurex (a wholly-owned 
subsidiary of Elan, South San Francisco, CA, USA), xenome and the 
institute for Molecular Bioscience (1MB), university of Queensland 
(Melbourne, Australia) and Cognetix (Salt Lake City, UT, USA) together 
with the University of Utah Research Foundation and the Salk institute for 
Biological Studies (La Jolla, CA, USA). 
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AB The invention relates to an isolated, synthetic or recombinant « 

***chi*** - ***conotoxin*** peptide having the ability to inhibit a 
neuronal amine transporter, nucleic acid mols. encoding all or part of 
such peptides, antibodies to such peptides and uses and methods of 
treatment involving them. 
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AB chi-Conopeptide MriA ( *** c hi*** - ***MrlA*** ) is a 13-residue 
peptide contained in the venom of the predatory marine snail Conus 
marmoreus that has been found to inhibit the norepinephrine transporter 
(NET), we investigated whether *** c hi*** - *** M riA*** targeted the 
other members of the monoamine transporter family and found no effect of 
the peptide (100 microM) on the activity of the dopamine transporter and 
the serotonin transporter, indicating a high specificity of action. The 
binding of the NET inhibitors, [3H]msoxetme and [3H]mazindol , to the 
expressed rat and human NET was inhibited by *** c hi*** - *** MrIA *** 
with the conopeptide displaying a slight preference toward the rat 
isoform. For both radioligands, saturation binding studies showed that 
the inhibition by *** c hi*** - *** MrIA *** was competitive in nature, 
it has previously been demonstrated that *** c hi*** - ***MrlA*** does 
not compete with norepinephrine, unlike classically described net 
inhibitors such as nisoxetine and mazindol that do. This pattern of 
behavior implies that the binding site for *** c hi*** - ***MriA*** on 
the NET overlaps the antidepressant binding site and is wholly distinct 
from the substrate binding site. The inhibitory effect of *** c hi*** - 

***MrlA*** was found to be dependent on Na+ with the conopeptide 
becoming a less effective blocker of [3H]norepinephrine by the NET under 
the conditions of reduced extracellular Na+. in this respect, *** c h-j*** 

- *** MrIA *** is similar to the antidepressant inhibitors of the NET. 
The structure-activity relationship of *** c hi*** - ***MrlA*** was 
investigated by alanine scanning. Four residues in the first 
cysteine-bracketed loop of *** c hi*** - *** MrIA *** anc j a His in loop 
2 played a dominant role in the interaction between *** c h-j*** - 

***MrlA*** and the NET. H alpha chemical shift comparisons indicated 
that side-chain interactions at these key positions were structurally 
perturbed by the replacement of Gly-6. From these data, we present a 
model of the structure of *** c hi*** - *** MrIA *** t | iat s hows the 
relative orientation of the key binding residues. This model provides a 
new molecular caliper for probing the structure of the NET. 
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ab cone snails use venom containing a cocktail of peptides ('conopeptides 1 ) 
to capture their prey. Many of these peptides also target mammalian 
receptors, often with exquisite selectivity. Here we report the discovery 
of two new classes of conopeptides. One class targets 

alphal-adrenoceptors (rho-TlA from the fish-hunting Conus tulipa), and the 
second class targets the neuronal noradrenaline transporter ( *** c hi*** 

- *** MrIA *** anc j *** c h-j*** _ *** MrIB *** f rom t h e mollusk-hunting 
C. marmoreus). rho-TlA and *** c hi*** - ***Mn A *** selectively 
modulate these important membrane-bound proteins. Both peptides act as 
reversible non-competitive inhibitors and provide alternative avenues for 



the identification of inhibitor drugs. 
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